Sequences of splicing reporter constructs mutated in NSE and PE
Mutation
Nucleotide sequence 1 (5'-3')
WT cagTCTACAGGTTGGCTGCATAGAAGAAAAAGgtagagttatttataat--------------------cttgtaaatcttggactttgagtcatctattttcttttacagTCATCGAATACT------------------------TTTGGAA NSE 3'ssAG>GG cggTCTACAGGTTGGCTGCATAGAAGAAAAAGgtagagttatttataat--------------------cttgtaaatcttggactttgagtcatctattttcttttacagTCATCGAATACT------------------------TTTGGAA
Legend: 1 NSE and PE are highlighted in gray, mutations/insertions are in red and underlined. 
Map of U2AF-regulated functional ATM interactions
Legend: U2AF-regulated ATM signalling network is highlighted by red arrows/pink background. Genes up-/down-regulated in cells depleted of U2AF35 are shown in red/green, respectively. Genes exhibiting significantly altered exon usage are shown in yellow. The ATM signalling map shows ATM-interacting proteins (white)/protein complexes (gray) (adapted from ref. 18 ). Arrows correspond to activation, T-shaped edges to inhibition and circles denote unknown regulations. Containment links are shown as green edges. Domain structure of ATM is shown in the middle. Proteins upregulated in cells lacking U2AF(35) and related to SR and MCM components of the network are shown at the bottom (asterisks). 
RNA processing of RAD50 and EZH2 in depleted cells
Legend: The last track in panel C shows proximal and distal alternative polyadenylation sites determined by 3' end sequencing 19 .
Figure S6
U2AF(35)-controlled exon usage of the peptidyl-prolyl isomerise PIN1 and components of the shelterin complex Figure S7 U2AF control of RARA fusion partners Legend: APAprox, APAdist -proximal and distal alternative polyadenylation sites were determined by 3' end sequencing 19 .
Figure S8 NSE activation in normal tissue and leukaemic cells
Legend: NSE inclusion levels were measured in 19 human tissues (A) and 17 AML/CMML bone marrow samples (B) using primers ATM-F and ATM-R (Table S1 ; shown as arrows in Fig. 1a) . Exon inclusion was quantified as described 20 . (C) Means in normal tissues and leukaemia cells (horizontal bars in box plots) were compared with an unpaired t-test. (D,E) Inclusion levels of three U2AF-repressed (D) and three -activated (E) exons in two lymphoblastoid cell lines (top). Cells were exposed to cold and heat shock at the indicated temperatures as described 20 . ES, exon skipping; EI, exon inclusion. Transcript symbols are shown below each panel.
